Forty isolates of herpes simplex virus (HSV) obtained from ocular herpetic infections were assayed for their sensitivity to five antiviral agents. There were wide ranges of sensitivity to foscarnet, idoxuridine, and vidarabine, but the majority were sensitive to acyclovir and ganciclovir. Reduced sensitivity to acyclovir was seen in four isolates, all of which were from primary infections acquired in the community and without a previous history of treatment with antiviral drugs. 
With the widespread use of antiviral drugs in herpetic infections the development of resistant herpes simplex virus (HSV) strains must be monitored. In-vitro virus resistance to acyclovir (ACV) may be selected for by passage in cell culture in the presence of the drug.' 2 Resistant strains arise from alterations at one or both of the gene loci coding for virus-specific enzymes thymidine kinase (TK) and DNA polymerase (DNA-pol) and may emerge during treatment with ACV. 3 In a recent study of all HSV isolates in this hospital4 it was noted that isolates obtained from ocular infections had a reduced sensitivity to ACV compared with infections at other sites.
The present study aimed to evaluate the sensitivity of HSV isolates to a range of antiviral drugs, including ACV, in the entire population of patients presenting to Five agents all reported to be active against HSV were used: acyclovir,6 ganciclovir,7 foscarnet,8 idoxuridine,9 and vidarabine.'0 DYE UPTAKE TEST Virus growing in cultures of cells reduces the uptake of the vital stain neutral red by the cells. When the assay is performed in microtitre plates, the dye can be eluted and its concentration measured colorimetrically. " Isolates of virus were screened for susceptibility to concentrations of each antiviral agent from 0 05 [tg/ml to 100 [tg/ml. They were thawed and diluted 1 in 10 and 1 in 100 in a suspension of vero cells (100 000 cells/ml) in growth medium (BSS 199, 5% FBS).
[d of each dilution was placed in alternate
rows on the microtitre plate and an equal volume of antiviral drug, at varying concentrations, was then added to each well. Cell controls and virus controls were included with each isolate, and the plates were incubated at 37°C in an atmosphere of 5% carbon dioxide for three days.
After incubation the medium was aspirated from the wells and replaced with 50 [d of the vital stain neutral red (0-15% in phosphate buffered saline (PBS) at pH 6 5). The plates were then incubated for one hour at 37°C, after which the stain was removed by aspiration and the wells washed twice with PBS pH 6 5. The dye was rendered soluble by addition of 100 td phosphate ethanol buffer (PBS pH 4-5 containing 10% ethanol). The optical density was read at 510 nm. End points were taken as the lowest concentration of antiviral agent to inhibit growth of the virus by 50% (IC50) when compared with (Fig 2) . The clinical background of these four isolates will be discussed. The mean IC50 was 0 33 pg/mI, but after excluding the isolate with IC50 of 10 
